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- The MAILING DA TE of this communication appears n the cover sheet with the correspondenc address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )□ Responsive to communication(s) filed on 17 July 2003 . 
2a)Q This action is FINAL. 2b)[3 This action is non-final. 

3) Q Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 1 1, 453 O.G. 213. 
Disposition of Claims 

4) ^ Claim(s) 1-21 and 26 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) [X] Claim(s) 1-20 and 26 is/are allowed. 

6) ^ Claim(s) 2± is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The-drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

1 1) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) E3 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)SAII b)D Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.Q Certified copies of the priority documents have been received in Application No. . 



3.^ Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1 ) ^ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) Paper No(s). . 

2) CD Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PTO-152) 

3) Q Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 6) □ Other: 
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DETAILED ACTION 

1. Claims 1-21 and 26 are pending. 

Claim Rejections - 35 USC §112 

2. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claim 21 is rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for many of the diseases recited in claim 21, does 
not reasonably provide enablement for tumors and autoimmune diseases. The 
specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to use the invention commensurate in scope with 
these claims. There has been recited a method of treating tumors and autoimmune 
diseases in general, but the specification is not enabled for such a scope. 

In regard to tumors in general, see item 2 (Paper No. 6) for details. 

Response to arguments 

Applicants' arguments filed 07/17/2003 have been fully considered but they are 
not persuasive. 

Applicants have deleted "solid tumors" from claim 21 , but forgot to remove 
"tumors" from claim 21 . Even though applicants delete solid tumors from the claim, they 
argue by indicating a support on page 13 of the specification. Applicants argue that 
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"solid tumors are conditions dependent on angiogenesis. The examiner has already 
considered enabled the treatment of angiogenic diseases; accordingly, the treatment of 
solid tumors, as they depend on angiogenesis, also should be considered enabled." 
The examiner disagrees with applicants. Note that there is no mention of tumors on 
page 13 of the specification. Not All solid tumors are angiogenic. Further, strictly 
speaking, tumors are "angiogenic diseases" per se. a example of angiogenic disease is 
coronary artery disease. Angiogenesis plays a role in the development of some tumors. 
Applicants are invited to refer the article by Pezzella et al. (American Journal of 
Pathology Vol. 15, November 1997) that indicates that non-small cell lung cancers are 
non-angiogenic. 

In regard to the seven references and cited references, the examiner did not 
consider them since applicants did not provide said references. 

The treatment of "autoimmune diseases" generally would be an unprecedented feat. 
For a compound or genus to be effective against "autoimmune diseases" generally is 
contrary to medical science. The "autoimmune diseases" are processes which can 
take place in virtually any part of the body. There is a vast range of forms that it can 
take, causes for the problem, and biochemical pathways that mediate the inflammatory 
reaction. There are dozens of such diseases, which have fundamentally different 
mechanisms and different underlying causes. Known autoimmune disorders include 
multiple sclerosis, autoimmune uveitis, rheumatoid arthritis, Addison's disease, 
thyroiditis, atrophic gastritis, myasthenia gravis, idiopathic thrombocytopenic purpura, 
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hemolytic anemia, systemic lupus erythematosus, primary biliary cirrhosis, Wegener's 
granulomatosis, polyarteritisnodosa, erythema nodosum leprosum, autoimmune 
uveitis, Guillain-Barr§ syndrome (GBS), allergic encephalomyelitis, acute necrotizing 
hemorrhagic encephalopathy, idiopathic bilateral progressive sensorineural hearing 
loss, aplastic anemia, pure red cell anemia, polychondritis, scleroderma, Stevens- 
Johnson syndrome, idiopathic sprue, lichen planus, Crohn's disease, Graves 
ophthalmopathy, sarcoidosis, primary biliary cirrhosis, type I diabetes, autoimmune 
optic neuritis, uveitis posterior, or interstitial lung fibrosis, alopecia, Sjogren's 
Syndrome, Goodpasture Syndrome, Myasthenia Gravis, inflammatory bowel disease 
and many more. 

There are both chronic and acute "autoimmune diseases", most of which lack 
satisfactory treatment. The intractability of these disorders is clear evidence that the 
skill level in this art is low relative to the difficulty of the task. Under such 
circumstances, it is proper for the PTO to require evidence that such an unprecedented 
feat has actually been accomplished. The failure of skilled scientists to achieve a goal 
is substantial evidence that achieving such a goal is beyond the skill of practitioners in 
that art, Genentech vs. Novo Nordisk, 42 USPQ2nd 1001, 1006. 

Since no compound has shown clinical efficacy against all autoimmune diseases, 
thus no in vivo or in vitro assay could be validated for the identification of such a general 
agent. Applicants 1 specification logically must lack such assay data. 

In fact, there are four basic mechanisms underlying autoimmune disease: 1. 
Antibody mediated diseases : a specific antibody exists targeted against a' particular 
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antigen (protein), which leads to its destruction and signs of the disease. Examples are: 
auto-immune mediated hemolytic anemia, where the target is on the surface of the red 
blood cell; myasthenia gravis where the target is the acetylcholine receptor in the 
neuromuscular junction; hypoadrenocorticism (Addison's) where the targets are the 
cells of the adrenal gland. 2. Immune-complex-mediated diseases : antibodies are 
produced against proteins in the body. These combine into large molecules that 
circulate around the body. In systemic lupus erythematosus (SLE) antibodies are 
formed against several components in the cell's nucleus (hence the anti-nuclear 
antibody test (ANA) for SLE). Most notably antibodies are made against the body's 
double stranded DNA, and form circulating soluble complexes of DNA and antibody, 
which break down in skin causing an increased sensitivity to ultraviolet light and a 
variety of signs. As the blood is filtered through the kidneys, the complexes are trapped 
in the glomeruli and blood vessels, causing the kidney to leak protein - 
glomerulonephritis. They also cause leakage in other blood vessels, and there may be 
hemorrhaging, as well as accumulating in synovial fluid and causing signs of arthritis 
and joint pain. Rheumatoid arthritis results from immune complexes (IgM class 
antibody called rheumatoid factor) against part of the patient's own immune system 
(part of its IgG molecules). These form complexes that are deposited in the synovia of 
the joint spaces causing an inflammatory response, joint swelling, and pain. The 
collagen and cartilage of the joint breaks down and is eventually replaced by fibrin 
which fuses the joints - ankylosis. 3. Antibody and T Cell-mediated diseases : T cells 
are one of two types (the other being B-cells), which mediate immune reactions. Upon 
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exposure to a particular antigen, they become programmed to search for and destroy 
that particular protein in future. Once a patient has been exposed to an antigen, he will 
be able to mount a much faster response to it the next time it encounters it. This is the 
basis of vaccination. Thyroiditis (autoimmune hypothyroidism) seems to be of mixed 
etiology. Several target antigens have been identified, including thyroglobulin the major 
hormone made by the thyroid. Auto-antibodies to antigens in the epithelial cells of the 
thyroid have also been found. The thyroid becomes invaded by large numbers of T and 
B cells as well as macrophages, which are cells that engulf and destroy other cell types. 
T cells specifically programmed for thyroglobulin have been identified. 4. Diseases 
arising from a deficiency in complement : When an antigen and antibody react they may 
activate a series of serum enzymes (the complement system) whose end result is either 
the lysis (breakup) of the antigen molecule or to make it easier for phagocytic cells like 
the macrophages to destroy it. Patients with deficiencies in enzymes activated early in 
the complement system develop autoimmune diseases like SLE. 

Thus, with such differing mechanisms, it is not logical that a treatment for 
autoimmune diseases generally can be found. 

Conclusion 

4. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kahsay Habte, Ph. D. whose telephone number is (703) 
308-4717. The examiner can normally be reached on M-F (9.00AM- 5:30PM). 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mukund Shah can be reached on 703-308-4716. The fax phone numbers 
for the organization where this application or proceeding is assigned are 703-308-4556. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 703-308- 
1235. 
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